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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER. FROM THE MAILING DATE OF THIS COMMUNICATION. 

• Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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• Failure to reply within the set or extended period for reply w'lW, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )H Responsive to communication(s) filed on 01 May 2006 . 
2a)D This action is FINAL. 2b)|^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim(s) 1-31 and 33-36 is/are pending in the application. 

4a) Of the above claim(s) 9-31 and 33-36 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) 13 Claim(s) T^S is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) S The specification is objected to by the Examiner. 

10)S The drawing(s) filed on 23 January 2004 is/are: 3)0 accepted or b)H objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the connection is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or fonm PTO-152. 
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a)D All b)n Some * 0)0 None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

K mfesp«Miseiyed oaMay 1, 2(»S to «ie:i!BS(Hcti<wm«i^^ of Marcb 1 j,:2Q06 has 
been leodved. Ajipticant has elected Group 1, cls&tts !•« fbf examinajion vridiout traversal. 

Ci^s 1-11 aod 33-36 are currently pending. 

Claiiiis 9*M «id 33•^36havebe«l mthdi;awn by ^pjMmit, 

Claims l<fi m caritBidy under ejcamina^Hi. 

Examiner has established a prioaiy date of June 23, 2003 for the instently claimed serial 
nmOfe^ W&Xl,Q06 because ifee oianns as fiuErentfy «cnisftttafed ieettfr'*delayihg disease 
progttsrfon** and a i«*ififwof the parent i^caiiofi» dde^ not reveal tte eiaiinedi limitaton. 
AppKcajjt is iovited to submit evidence pointiag to ths swial Mutabef, t»ge and line wfaras 

m be found c^lisWngatt earti»prioaV <tefe. 

Tbo specific?^ i $ b%cted t^ as H^IJag to provide proper anteee^nt basis fiw the 
claimed subject matter. See 37 CFR 1.75(dXl) asd MPEP § 608.01(0). The claimed subject 
matter that does not bjwe antecedent basis iq &e specification is «ie method of deJaying disease 
peoijjeasion or^ limitatiQn Identt^^ sharaeterfatics" of a nKmocfonal antibody encoded 1^ a 
cipne deposited iwitb tte ATCC as accessibh number PTA4890. 

Because the efaims as filed in: the origiaal ^sj^tfifieatiion aw part of the diaclosuse.. even 
ttwug}k aie matedid dSsdoaed in tibe d^ms is not di^le^ in *e remainder df the ^ffication^ 
the appKcantOffly amend the spedfiGarion to mclude the darned srityect matter. lore Bctido, 
768 F;2d 1340, 236 USPQ 683 ffed. Or. 1985). Thus aniendmeift of flieapecification to int^ 
ttie m9l0rial disclosed in ilue claims win obvieoe this otyeotiotn,, 

AppEDpriate correction is required. 
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2. Tl* aoiendm^Dtfiled Febntarjr X 2004, » directed to wider 35 U.S.C. § 132 because it 
urtwducw new nweriiit& thfe specific^ 35 Uii,C.§ 1 32 states that tt& amendment shall 
int»«t*K» new matter into lbs <B8eIosure of the iitvention. The added material which is not 
supported by the CHigtnfll di'sdosuiB is as follows: 

This appKcaiion is a«ootinna«o«i^in-part of applicalicHi SJ^. 10048.231, filed January 
31» 2003, &e ccM^ts of vivch are hefein tBcprpctitted ^ irefeic^ice. 

j^jpBcffltt ainwids (he specificatfon and statte th« no newoiattw is a<feted. However, a 
review ofiheiiling pqiers reveals that the aewly claimed priority document is mentioned in 
none of thePedaration aaDnginaUy filgd or the originally filed transmittal papere. Thus, the 
wieodment to ffie specifiGa^Qn to revise the clairaed priority is new itiafter. 

Applicant is reqi»ted to canc^ the new matter iii the nsspotae to this Office action. 

3. TTie drawings are oigected to because the amended Figure 7, revived Januafy 23^,2004, 
addauew matter. AppJicantaiguesonp. 3,2"*p8fa.,inremari£smade wi&tficam«idmedt 
received Immy 23, 2004, that the treatn«ait period be^ 21 days post-implanlation of PC^3 
prolate cancer cdls. Further thie^Hcantaiigues that the adromisftaiion was discontinued at 43 
days post-hnplantatioB. The tieatroeot period, as demarcated by the dashed lines, in the amended 
RgSte 7 ^peara to be fiomabut: 17 days post«implantatibn to 35 da.ys post-impjantetion. 
AWtou^ argued by applicafit, applkant doest not pomt to support k the specif for the 
amendment md review of the apecaficQtikm did not reveal support for the amendment. 

Applicant is required to caned fl» new mato in the response to djjs Office action. 
Corrected djftiving sheets in compliance wifli.37 <3FR lJ21(d) m reqfi^red in reply to 
the Office action to avoid atendomnent of the a^Ht^oo. Any amended leplacuti^ dra^srfijg 
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ished shoTild tactudeatl of the figures appearing cm Uie iminedJate prior version of the sheet, 
even if only one %are is being amecufed. Ilie figore or figure number of an amended drawing 
should not he laMefi as "amended." If adttiwing iigm» is to l» canceled, the approptiate figure 
niustbeTODQ0ved lh»niboiepIacei^ flie remaining figufes must 

be i?Btimbered, and appropriate ehanges nwde to ttie brief d^riptiMt of the sevnal views of ^ 
dravwng^ fof conaiptewjy. Additional repteeiiineBt sbe^ may be a^oeasaty to Jhowlhe 
rertMmbeijngi>fa>« feawM«ng figures. Each drawing sheet submitted after the filifigdate of ^ 
applicatian mm be labeled in the topaia!^ eithtt 'Hqjlac^inerit Sheef or '*New Sheef 
pwsMflnt to 37 GFR 1 .121 (d). If the ehangds ar& not accepted by ^ examiner, the apj^licant will 
be notified and icdomted of aay leqoittsd comeclive action In ftenexl (MSce action. Hie 
objection to liie dtavviiigs will not be h^^jld in iabeyaiMse. 

Oafin Mb^cfkm - 35 VSC^ m 

4. The foUotving is a quotation of the second paragrafib of 35 U.S,Ci 1 12: 

TTic specHlcstion shan conclwje widi ope«r more cbims ptutfcularb {Anting out and distincdy elaunins the 
sntgccn matin wfticft iti« iippiiciii^ 

5, Claiitis 1 -8 arengect^ under 55 US.C 1 12, second fatafgcia^ as being indefinite for 
famog f d paiticulari^ ^int m mi dls&ietly ^um the sub^ei^ oaner which agpb'caiA t^^ovb a$ 
^Inveaition. 

l-% ate in4cfinite because eknm \ net l«5 tl»:jAuase ^di^li^dog cfaaract^sAcs'*. 
lite claims aie M)ffin»eb««a>iSe the siMfic^ deflnUlon of Identaying 

characterises'^. Thus it is not pojs^te to determine if the identifying charact«jstics of tte 
elakfied prodiici used in iSosi elahned method ate drawn to ld» prodocf^s characteiistics as a 
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monoclonal antibody, as a pw^ein^ as a binder to a particular antigeo, or as a binder to a cancer 
ceJl Given the above. Ae tm^mi boonds of the aulj^t mattpr claimed cannot be determined 
andneieierthe 8peoiflt»jffiOTtiofcthec!aim§a»^ f5&dpHrticuIfttlyi»int&outo^ 
ciaiin^ the SUbjeW matte which appBca^^ the inventioa 

Claim S rewte^ ttie lijflitatiah '^Ae method of ekim^' vyberdn no claim is specified Tbeie 
is msulfimit mU^fsdmt jfbr this fimitetijtm iq tibte iAmm. Thus ihd metes and bounds of the 
claim prote^on sdugte cannot he determined. 

Claim 8 i$ kdcMte bec^uise it recites the phrase a *'cbimeri2ed aotibody**. The exact 
meaning of the word ehimeM is not knovm. The term chtmcica is generic to a dass of antibodies 
which are piodcisateofgenedbshMfflmgofm^ proteins. The term 

eiasompass^ aii^Miss^tj^ tonon-immuJK^ proteins as ?veB as antibodies isdiemn any 
domain of the atltibddy is ^RtOxstitated by CQrcespondl^g r^iodEis 6r indues of human; andhodies 
iiMjhjdinghut not fitedted to CDR grafted antibodies, Thiis the metes and bounds of the claim 
protection sought caniK>t be detemiined, 

aaim XeJ^tions - SS mc § 112 
6. The foHowmg is a quotation ofihe first para^aph of 35 112: 

1^ spedficetSoa shal? «<»itna a Mvitlcn teer^ciii of *c inwniian^and of ttiemamtcr and ptoecss of making 
and flstneir; fn sikIi fiifl, ck^, cQocfM; aimt tmeiietm^ tecoidbie uiy peaoa slaffed fa tfieait to which it 
pertum, or wilh wtitch It h mtfs^ iHSarly oooq^cted, to roake^aad uae iht sisne ami shall set for*' tha b«i» mcAfe 
conicmpNed by tiM^invoiitiQr of €»iyliigi:»( his invention. 

X Cteims 1-8 ai3Bi«jccted unda 35 UAC. 1 12, first paragmph, because the specification, 
while bet% enabling ^pr a melbod of esetesxding survival and delaying disease progressioA by 
treating ahuman tumor in a mammal, vrfberem said lumor expresses an antigra which 
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specificaijy binds to aawnocteiaa antibody or antigen Ww^^^ 
wuxKted by a ctone <tepoaft«d with the ATCC as accessioa number PTA-4890 ctHUprfsing 
admmfetermgiaBaidmaiiiJmaJsa^ antibody in an wiomtf effective to reduce said 

jnaiiunid*8 timiorburdeii,i(i*etel^. disease pfogmsmn is d^yed and wirvival is.exieifded,does 
not reasonably provide enabtement for a method of ejcteadingsutyiVat and delaying disease 
pregrcssiojj bjr tre^ng a hunna ttanwrin a mamml, wboein said tunior expi^ses: m antigen 
wWcih ^Ofcally binds to a monoeioAal ahlihody or antigeo Wmfing fltagmeftt theueof bas 
tiw idenf^ins^baracteiristtcs of a moiHxslonal aniibodj' encoded by a clone deposited with die 
ATCC accession number FrA-4990«ompifaing administering to aaidmanunal said monoclonal 
an|ibP<fy jtt m «noUnt«ff«!ctivB to reduce smd mammal's tamqr borftai,, yrbmiby disease 
iwogcesskwi i«d«laycd; ajMl survival is extoad^ T|ie spe^ficatiott does not enable any pecson 
dolled in tlie art to ^rtu* it psminSf i» wWi whidi it is most nearly connected, to mdce aaod use 
flie Invention commenauiate in scope ndfii the^ clidms. 

Fpctors to be conwdered in detennining; wbeth« iwdiie expeafimcaitation is lequirei are 
swrajjiKid^ed inft « Wands, «58 737, 8 USPQSd 1400, 1404 (Fed, Of. There 

are niaay fectois to be oon${deied. Mften detgifmuung vyhe^ Iher^ is vm&kieM evidence to 
sqiport a detaminaiion th^ a disclosure docs not satfcsty ihe enablemait requiremoit and 
whe(jK» way necessary expmmentadcm is "tmdue.* These factors inelwde^ibut m mi limited to; 

the breadth of the claims, the nature of the imrentijcnit lim state <>f fte jaior 8tt,i*« level of one of 
otdioaty skill, the level of predictabUity in the art, flje amount of direction provided by the 
inventor, As existence of woridng ^samples, and the quantity of ejqperimeatation needed to 
m^e 01" ase the invention basid on content of fiie disclostiie. See also Mcparte Foraan, 230 
USPQ546(BPAll98(»)l. 
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ti»(^wii& are <lramm to a atediqd oTesMfieiKJiiig at*n?ivd and delaying disease progression 
V treafbig a human tqnaor in a immnial, wfietan said tumor espesses an antigen \Mgk 
sjpeeificaHy fomds tp a monoclonfit aatibody wwi^pnfeindinftfiaginent thei^ ihe 
itfenti^rlpg cif«i9Ctmstiis of a monocjlQQal^itibody encoded by a <:Ione deposited with the 
ATCC aocesstoh number PTA«4890 tso^^saig administering to said mamtnai $aid mOhoeksial 
aw6My itt to amovnl effefstive to reduce said nrammal's tmnw butdai, whereby di^e 
progressioa is delajM and aittvival is vx^iistA (PTA-4B9Q is also denoted in the specificaUon 
as 7BD'33-nA(paia. bridging pjji, I8,I9X Thi$m««is that Aemethod of treating a honwn 
tnmor in a mammal depends an amofnocloitQr antibody which has the ideotifying 
«h»weterirtlw of an me&tOy encoded hy a doi« d«3K>sited with die wxes^n mnnher PTA- 
4«9f) (bercia r<^ed to as PTA-4890 fqr stnnjplid^). 

Tl»spBdficationl!eadiBsfeatPTA-4890i$»mOTOCl^ 1?. illAes 1-9. 

Further ftespedficaiiaft teaches that PtA-4«90 vwobtaiaiadfoItowingimottmizaJion^ii^c^ 
wfith from a patient's breast tumOf biopsy, p8. lines 2-4. Purtheimow, flie specifidation 
tCT«4»BsiiiatthePjA.4maitigiP&^^^ a»mA oeJl^M^ (uxd jatfae&ofmat tis^bf the 

SaUvaiy giand, liver, paneieas, stpoMH*, prostate, daodendum, and fbs tonsil and no other aornial 
tissues examioad <p. 1 1, lines 15-2<»). Ihe FrA-489a antigen ^taiomg by immnnoMstocsfaenrisiry 
WW dii^lao^d in faqtii &e in^bnnei atid cytoj^m, (p. 12, line.2), The PTA-4890 antigen was 
not detected jn nofrma! breast tissue and w)f» jlo>aod in 36 % of bieast tumor tfesue samples (p. 12. 
hnes 3-t 1). The PTA-4&90 antigen staimng in sta^ tumoi samples soggested a tre»d torarards 
gKiater positive estpsne^sion with hig^ tnmor ^ge^ altiwugb the sample size was limited (pl2, 
lines 21-22). Se^istai other J!wmffl>»im»r^^ the WA-4890 antigejn inclnidlijgskJm, 
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long, Kver, stomach, Ihytoid, ptostete,. utero, aod Iddney. Greater stainuij vm seen on 
malii^ant cells of the sldn, lung. Kver, uterus^ kidn^, stomach and bladder (p. 13, lines 3.«). 
Tbeanfigca to which PtA.4890 bindfl wts nottaugfat iQ the spedficatioif 

Onfe cannot i^cti^M^ Ae teaelmig of ijie, sp«citcattoh to the scope of the daitas 
becattse tfreie is iitsufEdent guidance aod direction as to how to make and u$e aMbO<£cisi Which 
have fbe JdeotiQ'iaff cbaraetecisties of mooodoirtr antibody PTA-4890 becaasfe tfiej' aie being 
de^afid \^ among o&er Mt^ an unknown antigen. 

The courts have found thst definition of aa aittibody by binding to anunknovyn is itol 
enabling, in particular, the court (ea^e^as fbllot^si "Noelle did notproviide suffieient support 
for IhpcfeaBRtQ thehunam CD40CRa!^^ in his '480 applicsfion because Noffle failed to 
dBdose the sfructuial elements of humana>*OCRai^body or anJigen in hi^csdrn'm 
appficatioo. NoeDe argue? that beeau» antibodies: inwdefinjj^ 

antigen!;, not &rar|*ysri»J stnictdrei he sufficiently described haman C3540CR antibody by 
stating that it binds to toimaa CD40CR antigen, NoeUe cites En zo Biaohemll for this 
pippoi^on. TMs argnmim Mv, however. becai^ Noeile did not sufficienifly desi»tbe the 
humaa CD40CR antigmet. the time of the fijing of the 799 patent application, fa fact, Noeljc 
only described the mouse antigoj nto he <dainied the mouse, human* and genus ferms &f 
eiMOCR toiiibodies by citing to the ATCC numberpf tibe hybiittema seceetiog die mouse 
CD40CR antibody, tf NoeIlehadsufficiien% described the human fonn of CD40CR ^ntigeiu he 
could have daimed its antibody by simply stating ite binding affini^ for fee "foUy characterized" 
fflrtigen. Noefle did not descia* human CIMOCR ant Thc«sfoie,KoelIe attempted tqdeBne 
an wknom by iis Wfiding aBBnity to aaother unknofwn. As a lasult Koell^'s c^sims to human 
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fotm Of CD40Cft anybody foml ift Ws '480 ^ficatiou cannot gain th<^ bfcnefit of the earlier 
filiog dste of his 7^9 patent ^Ifettion. M«eov«f, NoeUe caiinot blflitn the genus ibijn of 
CD4eCR«i«»dy bysimply desQrilringi^ Rand^hJ. NoeUeySeth 

To feherate, ^piicant is dffl'niing antibodies agdiM iUa unknown aiid i^ice an anftlxKjy is 
defeedby ite antigen buiding capal^lty, claia^dnttvn to unknown antibodies tbat bind to 
unkniawa wit^s are mst ctnajbted. Tbe spedfication provides insofificient guidance with i^aid 
to tlt®e issues and provides no Wotidi^; ^camples wliit* wojJld )jrov»fe giiidanoe 1» one skilkd 
in tfaeattanda&e^Fidence iias been |inmded which woiild aHewone of skill in the art: to 
piedictaUy niAkeor oseihe bioadly claimed anfibodfe* -with sieasoiiabk e of success. 

Fof the above njasoiB, it appears Oiat undue experwiwaitation vwuld be. requiiied to pisictice the 
claimed iotetifioit 



i. If applicant wece ^bte to overcome tl» above rejection set .lortb. abov«. Claims 1-6 and S 
warn stai be li^ected undisr 35 U.S.G. 1 f2» first (wfagrapb^ because t}« s|i|D0|$c«tii(>n. while 
being enabling fora mrthod of attending sorvival and dieMjIng disease ptopeswon wbecein said 
tumor fflcpresses an antigen wfucb specifically binds ta a jnonoclonal antibody or antigen binding 
fia^Ml JlM3««f twhich has the ideoti^iog cbwacteristica of « monocloaai antibody encoded by 
a clone deposited with &e ATCC accession number .PTA-4890 cOfflprising sctoaRisteriog to said. 
maixunal said mofiocloo^ antibody in an amount effective to reduce said tn»mmal"'s. tupjor 
burden TB4crd)y disease prDgffa«}G9> 19 delved and sairvival is eKtendei wbeinsin ssid antibody 
isdhnniainz^d ODtibo^, does, not masonably pioyl^. wbQe betitgenabliitgfQra.nu£aK)dof 
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son menm sm tmot ffispresaes an antigen 
which specifically btodstoamcmoclonalaiietwfyorantigeabm 

the icienti]^ charact»<lstic!s of ttmonodtmal antibody emodoi by «i clone ileposited vridi the 
ATCC accession nnmber PTA-4JW0 compdsing adnunistenngto said mammal and memwlGnal 
anfibody in an aajoont effective to reduce said tnaistnal's toonor burdsn, vvtereby disease 
pi»gressi<m is 4^yed and survival is octowkd, said flotiTjody i» a njurine antibody. The 

^tfication does not enabfe aay person ^Hed in (he axt to y^klvU perjaiw, or vdih vrMch It is 
mcKt neady cpnnected, to make aitid the invenUon o&iomensitfaJ)! in scope with these claims. 

Tbe claims jesd on te»tii^ ahuman famoir tn anammal with a mouse monoctonal 
a^bedy PTA-489d. Ws smes . Ae oTaiitts isad on> and the ^pedfica&n eontemplates, the 
treatment of (cancer in htanans wifli amibodtes. profhiced in a mouse. 

Factoistdf be considered in ddeiidifliii^ whether mnlus ei^rbneittatkm foteqijifa^d,^ 

summarized m»fre Wands, mFM 731, 737» 8 \Jmm 1400, 1404 (Fed. Gt. 1988). There 

jare many Actors to be considered wteq deterramtngij^heth^tfefWi tt sufiSciwit evidence to 

siq|ip0ft.a deteiminatmn that a disdowOe: does net satiaf^ the enablemeof: xei^mmetA and 

vAethM any necessaiy (Kperimentafion is "undue." Th«se Rotors include, but are not limited to; 

dje breadth of the claims, die nature of the iwMCHtion, the state of tibe prior art, die level of 
one of ordinaty sldU, die level of pnsdiQtability in (he ait; the amount of dk«etion provided by flie 
mventor, the existent: of woridng mmples, and d» quanti^ neiadedto 
make or tise the invention based oxk the Content of the di'«:Iosute. &e also Ex mte Fonnan» 230 
lISPQ546(BPAll9a^. 

Tliespeei&ation teadie$ using sjd)staat(al{y the pf^^ 

monodonal antibody FrA-48|9a was Obtoiiied followfaig tmnmnization of mice vn^i cells fewa a 
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patieiifs breaW ttraor Uopsy, py» lines 2-4.. FiiriliRr the apedflcatioa iwpbeis ihst Hme 
antihodi^ can be used to treat twaot metastases, p,8. Hues 6-7. 

One cannot extiapolate the teac^gs of the. ispxificstiion to flie scope of the claims 
bec?«ise Wvm^a (TJPS, 14:139-143) specifically teach tIiat«nwfor j^to 
use of auadne mwmloaal andboSes in the trpatoient <tf hai»«ft sub^ts is the development of 
tattnan antirooise antibodies (HAMA).|Jwt san aiactivate the ^eeted antibodies, Thus» it woald 
be ^pec^ tbdtlte iigec^ of crm S|^s aatibodjf would Ksidt to «ntH»tb w siiedes 
andbodi<» and/or cytotoxic T cells ag^st the iiyei^d antibody. Furthe*, Baseiga: et al (X Clin, 
OtssoU im, .14:737-744) spocificalty tt?acb1hminum« artibodi«» a» JinuteddiftM^ 
th^ 2^p i]ntao&Qgem& 

Given the above, i t is clear th^ h is not possible to pte<B«t Hm a mcftjse Bionoclonal 
airtibodjr ?TA-A$90 wowld soeces^Ily treat a hmm tinnar m a human as leontem^Ia^ in tfie 
speraffcatian. Huis it would requite undue expanmeotation to prael£<»the t^oadly cfanmed 
inveDtiQn. 

9. ff .sf^cmt were able to ovsercorae the abovfe lejeelion set forUi tS^m^ CMma 141 would 
still be rejected imdcr 35 US,C. 1 1 2, fest paiagiaph. because the specificationi fo* while being 
enabJipg for d^.^g ^east progteadm ^ nmimsA hi *hff parameter of ppev«nling body 
wt^gjht loss m prostate cancer by trealii^ a boman tinnar in a mammal wd^ «( jnoniQiclooal 
antibody which bas the identifying ^arpctcnstics of PTA-489a, do^ not leasonably jwovide 
enablement for delaying eUl paraE^ter^ of disuse pingraaloii in any canc«- Tb§ specific^tibn 
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*)«s iwtCTaNe stiy pssm skilled in Use art to wfeich it pertains, or which h is most nearly 

connected, to nwk© and use the invention, cqmracnsuratft in scope vylft. th«se cj^ins. 

Factoato be cafn9Hiered in detemuDtDg^vhetbor undue expeiimefflatioii; is t«quired, arc 

mmai3zsdmJnreVm&^ «58R2df^l, 737, »USPQ2d 1400, 1404 (Fed. Cit. mi). There 

are many factors to be considered when deteoninijag 'Whether Acre issuffi<!jent mdsm t» 

sBpporta deternitBatlon dtat a disetosuie dbes not flatfsfy the eoablemont requiieinent and 

«Mher say necessaiy exiMriaiaitmioii is *unihie." These jaclude^ bni; aie not iimited to; 

the breadth of the clainis, she natture atm Inyeotiton. flie state of the prior art. the level of 
one of ordioary skill, the level of predictabilii^in the art, the amount of xfiiection provided by the 
inventor, Oie ex«*wice ofworldng examples^ and the q\tantity of expedmcMadon needed to 
uft<J54€(KPi« 19^" ^ ^ disclosure. See also £r parte Fomian, 230 

llwspedficaiiQft teaches th^t jnlhePC-3 SCIK mouse jfenogrsflnaodel body wi^tcaa 
be used asft smroigate IndiSS^M of dTsease progres^n ip, 10, lioes 17-18). to i>is model the 
spedficsfion teaches fliat at day 52 of eagraftment the FrAp489Q monoclonal antibody treated 
mice had agtjjfioantly higtfcr bod^ ^ight thaa &e oontrol groap and that l>TA-485!0 prevented 
body weight loss iQ? 54%. Aftta'discQntmuation «rftreateienl; wfith PTA*4890, the mice survived 
8l«aterdMntfaiiM Mmcs longer than fliecontiTol mice (Example 3^. 23, lines t-8, Fig. 5 4^6), 
Table Z teaches fliat metastatic breast cancer cells do not <^ress or signiifjcaatly expr«^ tl« 
aat%eii bound by PTA-4g90. 

<^ cannol ext^Kdate &e teat^lng t>f fee i^ecification to the scope of the claims 
bpcfflise tb«^ is insufficient guidance in ^ <£5c]o$uk> for dehyiiig disuse pt»gtessiotr by 
dimmstering PTA-4890 tfi. it ffiamdiat witb.a ibwmafl twnoii Those df akill in theart for 
example, Tannsck aM HiB, leoognd^ tlud tmew progressida is defined as die tepjency of 
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tumott totecome more matigiiaift Qtey gi&W, p. 3»{Tannock; I. F. ^ Hifl, H,P.> The Basic 
S<;^!HBeofQncol9|jj;Yi V992), However ootiiing k ihc specification indicates that Uie treatment 
delays the pipgressiaa to metastases. Tamjocic and Wn teac^ fbsA mialignaney is the essential 
property of cancer ftiBtis dejuointi^^d^ hy their aKKty to pioTifeiate indefinijesly, to invade 
surronnding tissue, and to metasta^ to other bigans, p. 399. Additionally, Tarmock and Hill 
teadiihat tiie metallic cell must estaWish nov growdi at its new location in the organism, Ch. 
lUSestisvn 115.6. TlM>^^giesfsed, me*art8flc,tnmor^?^^ 

10 9lfect tite host by establi^ent and growth of cells at a disial site, Tannodc and Hill tojph 
assays «iueh measnce iQetqMs lennmei^iiig.the vi^ty of tewa cells to estiftili^ ww 
gioMth at <listal sitef throu^ dii«»t or indirect counting: of th« numher of eetdpic ffowfli8> 
Secfion 11.3,1 and Figure 11. 8. HQwevWynatJfcrthe^iffcationjtidr iiheartofrecQni lea^ 
that the admiraslratlon otVlA^m, in fec^ delays metastasis. In fact, itaf^Mtos (tm TaWe2 
that in Mder \o metaslaaze, tte tumor cells must k)5e expie»ioa of flie antigiea bdiAd by PTA- 
4^0, Oiviaj above it is not cJear^fenv Onegttnent with ?TA-4890 couid effectively delj^ 
progression as iinderetood 1^ those of skiil in the ait 

Ai^Ucant is reminded iSaat^O^ 21 64.03: teadies "the amount of guidance or direction 
needed to enable fee invention is inversely related to amount of knowledge in thestare of the 
aitas well as the ptedictaW% ttf iihc wu In re fisher, 428 F.2d 8B3, 166 USPQ 1^ 24 (CCPA 
1970) the amcnmt of gaidmat ordirectiDnrefeni t&that information in fbe aip^lieafion, as 
origina|%^ filed, th^ teaches escactly how to make <» use: the invention. The more fliat is known 
in &IS prior art about flie nature of ffie in*«ition, how to make, and. how to use the fajventiiaif aid 
Ae motepvedictable the art i£, fte less infonna^ needs to be expiieitly^state in the 



:ANVdWOO Stppsj aa^sd:oi. 
XTBJ ZSG/ST aOVd Md ^T:S 900Z/L/L OidSfl 



Hi-ez:(ss-un4 Nouvuna . oidsn:ais3 . leoeuzrama . Kn-diiXda-oidsn:iiA8 . (auu wM»a utatsa^ wd ivnx wmim iv oaom . ztm awd 



Appljcatfofl/ContiDfNiimlwr: tfl/iSQ3,qo$ Page 14 

Art Unit: 1642 

spedftcatton. In conlrasi. if little ^'s known fa the Tmor art about the nafage of the invantifm and 
thg at< ia unpredictable, tfta anecifidatirtn iw h iH need more detail as how to make and use tha 

in oHtey f<tf t0 H pnaWmg . CiviBii ffljlylacfcof gokkmceinl&espedftcat^ 
ddBed iit ^ Mt would aecqjt tie assertion that fhe claimed invOTtion would fijnctton as 
«ffltcinj>lated or as clateied ba^sd only on 4e ii^»ma6ion ip <he spoflficaticMi and that known in 
iBe art at the ttme the inveidioa wi» otade. 

The ^jedljea&m providfss usMfficiaif gddanoe with regard to feese issof;* and fax)«ides 
m iWrking examples Which would I«oVide guidajice to on^ sildll^d in fl» art andao evidaw* has 
bwn |»rovidpd wMoh vrotild allow one of skill hi tlite art lo jpedict fliat theinvention will functiDn 
as contemplated with a reasonable expectation of su«scess. Forthe above reasons, it appear that 
wwlue expHimesitatfon would i^ iequired ta practice the cMmed inventinn. 

10. Oaims 1-S are t^ectod under 35 U.S.C. 112, first pangraph, as Mlinjg to cwnply with 
flte wriUeadescnfrtbnieqaireinient Theolmm(s)conlaiassubjectmati«*w^ch was^^^ 
des(aibedin the specificatfon in sudi a w«7^ to reasonably convey to one skilled m the relevant 
art asi11» iiiventDr(s), at Uk? lime flie apjdjcation was filed, had pOTsesadA of the claSmed 
invention. 

Clauns 1-8 are broadly drawn to a method of extending survival and delaying disease 
ltt<^6i!essioa by treaU'i^ alncBMan tunMr b a monmal, whwein said tumor exiwsses 
^hich specifically bmd$ to a monodoiial antibody or antigen binding fragmeftt thereof; 
oomprismg administering a monoclonal anlibody which has the identifying chara^rteristics a 
monocidnaJ antibody encoded by a clone deposited vrfth the ATCC as acces§i0? number iP TA- 
4890, It is noted that the cintig^ to vAich PTA-4890 binds has not been chaj^cterked other tto 
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toqwe thatHia antibody Ihdi «» im mifiuim a nmni«y oftfesaes. Urn, o*er ttiM localization 

of bncUiig, no idcntiiyjng characteri stfes of a monocdoOTl antibody encoded by a clcmg deposited 

jvita Ac ATCC as secession number FrA-4890 ate known. Although dtawm to DNA acta, the 

tP lftmroity of Caltfotnia v . Rli Lillv and Co.. U9 F.34 1,559, 43 USPQ2d 1398 (Ked. 

an 1997) and Etuso Biochfim. Inc. V. GBn-T>w>K^ Tw. totbe Jisstant claims. The 

Fedeiat Circuit addressed the a^Iication ©f the wiitem deser^Atoa s^qimcment to DMA-related 

*™^Wis in UomiBatv of Califetnia v..RH^,^y^,^ e^^ , 1 1$ f ,34 1559, 43 USP02d 1398 

(Fed. Cif. 1997> The court stated that la] wriuen des^ption of an invention involving a 

<4«imcBa genus^ like a description of a (dicnueal species, Mqtufts a pwelse defSnitknv sw* as by 

«taictw?» fortniib, for} ohemtfial naniie,' of the claimed stibject matter sufiSdenl to disftigtash it 

fisom othw materials." Id. At 1567, 43 USPQ2d at 1405, The co\W also stotfed that 

*Jf^"c 9tat«nKait such as "vertebiate insulin cDNA" or "mammalian insulin cDNA" 
vnmM motc, is aot an adequate written description of the g&m because it do^ not 
duitoguish the geni» fe>ni othas, «cc«?rt by 

of the genes tiiat fall within its definition, ft docs not define any structural features 
^impnly possessed by memhors of fl!^ that distingMish them from others. One 
sKflled in art flietefore caaoot, t» tMie can do with a fully d^rfbed genus, vfeualize or 
tecogniw tfee identity of dte mepibeis of the genus. A ctefinttion by fuisptLan, we huve 
previously indicated, does not safQce io deiine the genus because it & only an indication 
of "wiiat tibe g{»e does,, raflwE than what it is. 

fiL Al Ism. 43 DSFQZd at 1 40$. The court concluded Hoi "tiamitig: a ^ of matoidl genettUy 
kaowBi to exist, h the aibsetice of kao«liedf? m to viitmt that material consists oC fe not a 
description of Aat naaterial." j^L 

PinaUy^ the court addressed fi»e ihatuier by which a gemis of cDNAs might be described. 
"A descripticm of agenus of cDNAs nay be ad&tmd by means of a teoisafion of a t^wreseniaiive 
numbw of cDNAs, deflited \iy nudeotide sequeto^ iaHtng wi«nn the scope of the graus or of a 
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ttcitoion of sfractoat fratitres CbiBmonto ihe mcmbw pf tbe genfts, iMhicb featmes constitute a 
substantiaj portitm of die geira^." ]sL 

T^&FedOTal Cireuk has receartly GlaiM<^ 
descfBfcd without disptoei^g mtf^ sftucture. See Enzo Biochem. fnc. V. GeB^Pmbft Inc.. 
25« F.3d 1 3 16, 63 USPQ2d 1609 (Fed. Cur. 2002), TtwE^ ctowt adj^M the sttrndard that «tlis 
wrtf;(») dKcdption lequiieiiK^t can be aiot by Tshowtit^] tltat ba isveotioa ia complete by 
4iSfrk>aire«f saB&KuMy detailed^ i^evBitt ideiitifying«liaiBctedstic& t.e., complete! or partial 
stnictiiire, oflwrplQ^siGal and/or chemical properties^ fiiactioflal chaiactensii«s coupled with 
a knofwo or disdosed conrelation iwtween Suootion. Jsnd Btnicture, or some conibtiiadon of such 
cftarscleiiaica.. " 14 At 1 63 lISPQ2d at 1613 (en^hasisoQiitted^ bracketed laatwial in 
original). 

llwinventiotiB^t^ lssiieinjjl$;sttdi^w^ cciiBanicte per S6. the holdings of 
fi»se cases ai»alw«p^icable taclakis.8Uch as tboae at issue here. Adiacfosucethatdoestiot 
a&cjmtely ^esoibe a peptide *itigai product itself logically cgiyioj ade<luately describe an 
antibody to that antigwi^oduct, 

njus, the mstaatqjeoifieattottinay pnividean adequate witteadesctipUon of the 
aatibody Awith identifying diaracteristics of PTA-4«90 useful for exiettdnig survival ettd delayii^ 
disease jprogaessioh, p^iilj; bydcsK^'bijag'^cQnal futures iabiimjontolj^njenbersofthe 
geau$, whi<* jfeatut^coDstitute aaibirtaa^ portion of ^gentis". Altetnalively» p»^^ &e 
specificatioiv eaa show that the clsamed invention is complete "by (fisdosnre of suf&cifaitly 
d^aited, releVantidaitiifyiag charaet^iisticsi fenetionalcharBclieristioj: coupled vnth a 
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iBiown or disdotied condainni b^tw^iiinctioi) and strwfwe, or some oomWogtion of such 
ehwtaderistics;" 

In Ok case, ite speciRcatien doc^oot d^be ownooIoiM antibodies with idendiyujg 
<*teacterisfics iiscfi>lfer«jiten«ng surviv?J and debylng disease pto^ssion in amanner that 
satisfies either the Lilljj or standards, flic ^ificalion does aoi pt^yi^ the tomflefe 
straetoK of identi^|fiiig<*am(«eistite<rfiftedj^^ 

lissjws, Bor does feffspe^ifisaiiQtt provide my pwitial Slmcttiire of such identif^g charaoteristics, 
nor atty i%sic8l «r chemical cfaatactisnstics <td»e said identifying clwpMStesrisfica imsaiy 
fiioctiQiMd cliaa£t6tistics wiuplcd with a knowi or diselosed cmwjlafion between sttuctwe and 
ftaciioa. Aithoufl^ the «pedficaiiicm Moses that the aatigea t& whfci AtGC clone PTA-4S90 
s|MScat<y ittjsis is ejqjrraaediQyanywBtioraial tissues (pl.l. 3'*para. andJSwuBpte 5) and 
tuinort3l>es<p. 12.13 and Exafti)Iei6X this doe? iiot provide a dewsfiptiOtt of the idm^^ 
chatiustBRSUos of ^ claitned Aotibedy. 

Tb? ^ifk^wi^soi jB^Js todesciS* fte idaotifying «*arKa«rlstics by the test sec out in 
yaj. Theptfon^ it gecessarilj^faife to describe a -^epre^ In 
ad(£ttc», the spedflcttSaft aiso does aatde^e^ "strwrturaJ features emmo& m the members of 
the gams, w*ich features ecmstitute a substaatial iwttion ^ririhB genus." 

Thus, die specificafiOD does iiot provide an ad^uat«» writteft dtecriptiQn of thg ciauncd 
identifying eharaclierfstiiK of the monoclonal anfibo<fy FrA-4890 that are requited to pcaptice the 
cJaimed inveatioii. Since the speeification i&ik to adequately describe the fdsaitifymg 
ehat^tmstics of the Claimed anybodies, usefid far ^xi^ding survival ^d dela^^ag disease 
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I«agrts^oh hy treating a buroab tttfnor m a immimiJ, U ii&o Mi to adtequately describe the 
cbiMed method. 

CSifin R^^s^mt - 3$ USCim 
II. The folfowing i? pqwuaiottof the appcopria^ paragraphs of 35 U>SX;. 102 that fonn the 
bass fw the rgections under Ais siMrtioninade in this Office action: 
A peison shall be eulttloito (HfivUita viSm - 

<msrtefe*J$«aHtrtjy, nwTB Aan oiwjwarih^^ intte Owted States. 

11 Qaims h ^ andTarenaectedunderSSUS.C. lQ2<b) aabeingantid;pffii!ed:by Coblei^ 

et d, (Jounial of Glinica] Qncoloj^, 199?, I7:2639-2»48). 

Given ti» inrf^te claim language ifeawn. to 'Hdentifyn^ chatataertstic^ as set foith 
ibove, it isAssmned forestsnninafion pwposes that the i<iehttfying dMracteiii8tics of PTA» 
4890 iijcfewtes 0 monodooal aotibotfjf vMdH WaJs bwast minot. tissue antigisAs, 

The <Mm aw dtavra to a me&od of ^attending survival, and ddaying disease progression 
by ticating ahiatwn. tunxor in a mananal, whoein said tumor expresses an aotfgen wMch 
9jlmfksaUy imtds to a XRonoQlottal mtSiKdy or antigen binding fiagmcnt tlWKtof, eompnsing 
administeting a monoclonal antibody wWch has the identifying characteristics of a monoclonal 
antibody encoded by a ctone depostted with the ATCC asaccessioftninnber PTA-48S>q (Claim 
IX wAerein sM antibody is a muHoe antibody (Claim 6)» whwwn said antibody b a huttwitW^ 
andbo^ (Claim 7> 

Cobleifijj et al. teseh treating metastatic breast cancer in won),en with a humanized, 
im»rine: anti-HEF2 mpnoideawJ Herccptin. antibody tJwt delayed progression and incteased 
sarviwil Matwiafo and Mdftods-lkBor Rgsiponse, p.2640, right column; p. 2i54 1 » left 
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column to 2$42 left i&fid lijjit cohrans and Fig. I), whei»bi the mdiioclaiial antibody bmds to 
breast cancer oefe and thus shares identiJying diaia^ with,PTA4890, All of the 
limitations of tiie pbijuns are met 

13. The following is a quotation of 35 U^.C. 1 03(a) which foTm$ the basis for all 
jOfeviousoacss tcjixflionsset fbwh mHias Office smMgh: 

A patenttB^ iiotbeofcfitfiwdfh^ nol ideiitica%<fiaclo8i«l or described Jis$« 

fcrth In iS9^Qa mafmii iirte,,fFthe diflfcreiKieSi btivitai the 8ubject= matter s6u0« to 1^ patealed: axjd 
the prior art,a» such th^^ stjb|cct m^t^ 9s a whole muJd have been <rfivfous ar the time the 
hwefit?aii wEBmtdeiod fmsion haWiiKodwmy skOJ fntte art to whfch S8t(f a^ibj eci mattw pertai 
P«ci«tt6Miy shiU ng< b« itj^aljwl hy tife mwrner bi which the linycntmw^ 

The fact^ iiiquirie^ ijet fprft in Grakam v, John Deere Co,, 383 U.S, U 148 USPQ 459 
( f 966), fliat are applied far establishing a background for detenrtOning obviq^sness under 35 
103(a) are sunttnarized as folloi^ 
f. Detemmui^; the scope and contents of flie prior art 

2. Ascertmning fbe difTerences between the prior art anid the ciaiins at issue. 

3. Resolving itetevrf of i^rd^ in ifte perti^tit art 

4. ConsitSering objective evidence present m= the aj5>Bciatlon indicating o%viouOTcss 
ortionobviousness. 

This apjdication cunently names jomt inventors, Jn considmng patentebility of the 
cJaiins 35 U.S.C. 103(a), the exaniincr preswiws thet die subject matter of the various 
clain^ vm <5QroftionIy owned at the thaie any iayes^tions eoveted thetcan Vrere made sibseixt any 
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fevidsnce to the canta^. Appneaitt is advised of tfie obligatioft under 37 CFR. r.56 to point out 
the inventor and mveniioa dates of eacli eiaim that vits vioi cmmxaiy pvmed «t tti^ tiine: a ktter 
inventjon was made in. ord'^ £br Ab ejcanm^r Xo consider the appli<jafciltty of 35 1 03(c) 
ted pblential 3S \^.S,C. 102(e), <f) or (g) prior art under 35 US.a 103(d> 

14. Cteiras 1-5 are reject under 35 U-S,C. 1 03(a) as being uiipat«)table over CoWeigh et al, 
(Journal of Clinical Oncology, 1999. 1 7:2639-2648), in view of Goers et at (US Patent No.. 
4,867,973, September 19. 1989), in fiirlher view of BillmanXAnnaliS of Internal Medicine, J989; 
Hi:592-603X and in forthef view of HeBsttom et al, (PNAS, 1 986, 83:7059-70$3). 

The claims jare drawn to a tnettiod of ©ctendtog survival and delaying disease progression 
by treating a hvsmm tumot in a mammal^ wherem said tinnor expresses an mtigen wliich 
speciifeally Innds to a isioiUKlon^ antibody of anti^ twtoding ftagmerif thereof comprismg 
adfliini^'ng a monoclonal antibody which has the fdentUj^'ng oharacteristiai of a monoclotud 
antibody encoded by a elone deposited with the ATCC as accession nuneiber PTA-4890 (Claim 
1), wbereffl said antibody is conjugated to a cytotoxic moiety (CImn 2), and wheiein $aid 
cytotoxic moiety is a mlioactive isotope (Claim 3), wheiein said antibody activates complement 
(Claim 4). wherein said antibody xnedifltes antibody dqpendem cellular oytotoxici^ (Ckim 5). 

C5ob&3gh et al, teach tr^tiiig metastatic breast cancer In women wilb a humanized arfi- 
HER2 monoclonal ai)rib<«ly that delayed progression and inereaj^d sitfvival (see Materials and 
Method5-Tumorfe^5Qnse, p^O,rig^^ 2641Jefteolulim top. 2642 leftandright 

co9uiim; and Fii|. 1). Cobl^h et at does not teach that the antibody conjugated to a cytotoxic 
moiety, wbeiein said cytotoxic moiety h a ijadioacti ve isotope, md wherein said antibody 
activate complemeriL wherein ^id antibody tnediates antibody dependent cellular cy tqtoxidtK, 
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JWaief Kelferom et d. teach fti6 use of a specific subclass of ijiouse monoclonal antibody^ 
subclass Ig02s or IgGl, has the Bdvaotagie^ of mtedSafin|! compJenjent m^aledi cyfotoxidfy snd 
aatibody dependent cellutar cytotoxicity (p.7059, left coTumn and £*5traq0. Further, Hellstrom 
et al. teat^ that these antibody isotypesx^nbe wlectivcly isol^ (p-7059. ri^t column). 
Further, Ooera et leach the suocessfW coJiju^atiOn of cytotoxic moieties to antil^odi^s (eohmm 
6), the use offadioaoHye isotopes as the cytoKMcift moiely (cdlumn 19 mi TaWe l),, and the 
swcws&Inaae pf these agents; agunst ♦umois (Oolumn 14) etndDilteian teaches thai due to the 
limited efBcacy of mbnbcional anjtibodiw alooe in cluneal trctteiarts,. cytotoxic 
itnwunoooiijugates are employed (p, 595^ leift column). Piliman also teaches m, the 
liadioiabd^ immwioooqj'ugates are the teehnicidjy easier to make (p. 595» ri#ut oolumh). 

Jhm, the ^^e of the art at tttp time! tos inventiOA was made not only include the 
kild wiedge of treating lianiaii tmm in tt tatamU wttb a monodip^l. humwiized apitibOKfy 
the i&Qtjfyiog chaiacteis&is of a njonoclonal antibody encoded by a clone deposited with the 
ATCC as a<«eas(ion number FrA-4S90, bat also thai the priox art teaches using a specific 
SDbeiaises of mot^ mohoeksnil antibodies, IgOSa ofr tgjGf3« has tfoe sidvaniagp. of metfiating 
afttibody-^epenitent cellular cytotoxicify and affiHvaiing<;omptemait aiadtib^ 
selectivdy isolated, and that antibodies could easily be coh|ugated to radioactive cytcrtoxic 
n»ieties to successfully imi»Ove txetttmHit. Thus, one of ordtnary akfll io ihe act would hiive had 
mptiv^ioii and a i«lsonaMe ejijwetation pf suocm in uaking and using tb.e ctaimed invention. 



15- Iht hdhstatutoiy double i»tei»ing rejeclion fefea«6d on a judiciiUy cteatedi dodrinft 
gfiSunded in publi&poi&y (a policy reflected in the stitole) so as to prwatt the uigustified tff 
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improper timewise exiensdofl of thfe 'Vi^ to exclude* fiffint^d hy Z p$im and to prevent posabite 
terasdmcnt by muWpte assignee^, A nonstatptoxy cbvioiisness-tyipe double pat^tipg ejection 
is appropriate where ttie conflictixig claims arc not identii^j, but at least one examined 
applicatfcai ckini is not patetitably distinct from the reference cIaintCs) bccaiKe the examined 
qjplicafton dmm is either anticipated by, or would have been obvibtis over, the rdwsnce 
claitnts). See, e,g.. In re Berg, 140 F34 1428, 46 USPQ2d 1226 (Fed. Cir. J998); In re 
Goodjnan, 11 F3d 104^, 29 XJSPQ2d 201Q {fed, Cir. 1 993); In re Longi 759 E2d 887, 72S 
VSPQ 645 (Fed Qr, 1985); /n re Van Ormm. 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vagel, 422 FM 4J8, 164 USPQ 619 (CGI?A t97<J); and In re ThoringtWr 418 V26 S28, 163 
USPQ 644 (GCPA 1969). 

A tunely filed tettninal disclaimer in compIiacMSe vrith 37 CFR l .3t21(c) or 1.321(d) ip^y 
be used to <>vcrccme an actoat or provisional rejection based on a ncmjjtatutory double patenting 
groi^d provided the conflictingf applieaiiosaor patent either is shovm to be copnipniy oy^md 
wWi this appKcmion, or claims an invenfJoa made as a rcsilt of activili^ under^Iten wj&m the 
scope of a joint resmch agreemefit 

Efifeitive January 1, 1 994, a registered attorn^ or :%entof r«ScOid may sign a terminal 
disclaimer. A terminal disclaimei? signed by |he assignee must fiflly comply with 37 CFR 
3.73(b), 



I& Ch^ims ] -8 are rejected on the ground df nonstatutory obviousness-type double p£iientin.g 
as being unpat^tffble over claim&lfrl^ of PatMtNo. 7,009^040, 

Althougji the conflictiiig cWm^ are not idcnticala they arc m patOTjafely distinct from 
each other Ucmm Hj^ telate to the same invemiye concept Thf^ im&ni dmm m geooric to 
die Qlmms of the cape«tding appMcation and ^mi^ kmc been obvious: in view of the copending 
claims. 

ITie instantly claimed method is generic to the method of patent 7,009,040 which is 
drawn to €i method o£ treating human breast and prost^ tmnors siisceptiMe to antibody induct 
<?dblarcyroroxicjtyin a mainma?, whcrBtn said human breast and prostrate tumoi^ expw^^ 
antigen which specifically binds to the monoclonal antibody encode! by a clone deposited mih 
the ATCC as accessidn number PTA^89Q ar i edllwlar cytotoxicity induciAg antigen binding 
fragment fharepf, comj^'ng admitmisrterijig; to said msxansd md monoclonal antibody or 
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aurfgen binding fi^gm^ot theieof ui an amomit effectiye to iikhice celhilar cytotoxicity and 
tb^by reduce saSdinammarstimot bittden(asto 10), theitiethodof cleim 10 whacin said 
moTOclonal addbody is oomug^ted to a oy(£itoxit moiety (Claim Tl), tbe medhod of clam 1 1 
i^heremsaid Gytptpj^ic moiety is a tadioactive isotope (Clailfn. 12> fte method of claim 10 
wherein smd m<mocloiial antibody acfjvates eompl<anent (Claim 13), the m^od of cteim 10 
%*iieK5m said monoctonaJ antibody mediate$ antibody depend^t celltOai- cytotoxicify (Claim 14), 
thff method of cla^n .10 wftj^in said monoclonal antibody is htmianized (a^im 15)^ tte method 
d^f daim 10 wb«ein ^dmoriodcaial antibody is chimertzed (Claim 16> 

(Kven that tiie patent^ daimamai$ped€S of ttef^^ ih^malce 
obvious: the instaxidy dami«d invention. 

i 7. CJdms i-8 am proviBlot^y t^e^ an the groti|id of nonsteftitoiy obviinjs&fiss-tyiite 
doable patenting 99 being unp^emable over claims 33-40 of copending Applicatim Wo. 
1G/810JSL 

Althofl!^ the conflicting claims are iiot idenfilcal, th^sy ate not ^teniabJy distinct fitMit 
eadi otter because fliey relate t& tim same invcniive conocpt. The instant claims are generic to 
the etos of the copending applicadon and would have bceai olmaus in view of the copending 
claims^ 

The i^taniay ciami<^ metfiod cIMtns the $€Brte snfethK^^ ftat of Appfiratioii No 
10/8 10,751 which is drawn to a method af treating a human tvmot in^ xmnmBt^ wherein sdd 
twnor wcpresses an. aniigen which speeifidally hiQ<b to a monoclonal antibody or anttj^n binding 
liBgm^t thereof MSiich has the Idenfifjimg^^^ encoded by 
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a ctone <fepDsiited the ATCC » abeesston mimber PTA-4m eonqinsiiig admtnkermg ttj 
«aJd mamsw]. said nmoctoiMl aiiiibody in an emaaa effective to mluce sakj; manunal's tumor 
buK^n, iQvm 1), Uje tn^od of plaim 1 wimtm said inDaookined: aaSbody fe eof^ug^ted to a 
cytotoxic mcAt/tff (Cbam 2}^ ^ meeboi of claim 2 wherein s^d eytotoMo moiety is atadioacdv*? 
isotope (Oakn 3% &e mfSsod of dattn 1 wfierein said laoftQcloflal anlibody activates 
cotnplmienJ (iClaim 4% tlie jnaetfaod of claim 1 whereJn said «tt«libo4y mediates antflxxfy 
depended oefttilittrcytotaxiciJyCgsim 5), ften^ ofcram) 1 wherein ^djwtibody isa 
nnmap antibody (Gfaim 6) fte meflwd ofclaiia 1 wk^n said antibody is a htimaniied antibody 
(Ctetm 7), the method of claim 10 iriierem said antibody is acbimeriaed (Claim &). 

<ay«ii tbatUft daims of copepditjg AppliwtionNo. lMlO,75t are a species of the 
inslaniy claimed iiiventiofl/fiieyi9slw<sbviQtis the instantly cNmed inveti^on. 

Thw is apsai^o^ obviousness-typ? double lotmtiiig rejection because fte eonflicttog 
claims 1^ not in &et boon patented, 

18^. Claims l-« are provisionally rejected on the gtouad of iiOiJStatotoiY obvicwsness-type 
dwjMe p^sntbig as being unpetenteUe over diums 56riK2 of copending Application No, 



AlthoiqiJi the confliGting claims iare not identical, they m not patentnbly distinct fiohi 
eac* oflier because they «toe to the same in ventive conceirt. The instant cleans axe generic to 



10/743,451, 




have been <A>vions in view of the copending 



cktims. 
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The insteiitly citduiaf method claims fhe twne mefljod as that of Application No 
10/743,451wt!l<A is dranwi a ln«4hqd of trealiag ahuman tumor susceptible to ailibody induced 
cellular cytotoxicity in a mammal, wherein saia hvioim tmot expisssing an aifligett which 
$pedficaIJy buid^ tff a miMWcIonal aaHbodf wthfch biatfe to the same epitope as Oie monoclonal 
antibody encodwiby a done deposited with the A.TCC as accession number PTAr4§90 or a 
cellular cytotoxicity induciiig antigen bbdingifiagoem thsnx^ comprising adnuoisterihg to said 
mammal aaid monockinai antifeoay or said bindtnig Aagment tteweof in an amount 
effeciive to induce ceUular cytotoxicity and theiretiy ireduee said mammal's tumor burden. (Claim 
56), ihe pjefliod of claim 56 wher«iD said monoclotial atuTbody iscoBju^ted to a eytotojdc 
m<Aety (Claim 57), fhe mediod of claim.57 iifierein said cytotoxic moiWy is a ladieactfve isotope 
(Claim S$), the method df claim 56 wheiein s^d mionoelcaial anfibody activate complemepf 
(Claim 59X the method of cjajia.56 wheiein said ^body mediates atrtJbtkly d^dbttt cdlular 
cytetojtioiiy (adm 60), the xnediodof claim 56 wbeniia said andbody is a humanized antibody 
(Claim 61), the method of claim 56 i«*ei!MO said antibody is a clnineriased (C^Iaim 62). 

Given that tteelaiias m a iipecies of the instantly elaim^l invention^ they make ohvjous 
the bstandy claimed Mention. 

This K a prgviaiCTml obviousBesS'^pe double patenting *gection because the conflicting 
claims have not in &et been patented^ 

19. Claims lr6 are pttnfisionaUy c^Kstcd on the ^und of nonstatutin^ obyiouso.ess'-^ype 
double patenting; as befeig unpatentable ovtrclainis 6-10 of AppKcajd^Hi No. 1 IWWiX 
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Although ttK «»nflicting pliOow j»e notrdeitti'cal, ihey are not patenftably distmcf from 
tiaeh other because &ey relate to Has same inventive cotte^jjt Hie iMStant claims are generic tp 
the «l«in& of the wpeo^ qipiieatioti aid woui d have heca 6bwbn& in view of the copendaig 

The instantly Claimed metfiqd is gei«!iie to liemeftfld of Applied ] 1/3702M 
which i3 drawtt toa TOCthod of mwiB^g human IjreoRt and prostate tomon mceptM& to antibody 
induced sellular csrtotoxi<% In a mammai, v*?95iB human breaat and prostrate tumors 
ex press an antigen which specifically binds tfethe monoclonar antibody eneoded by a cioiie 
deposited withthe ATCCas aMeafion number l»TA-4896 OTaoelIidar«^t«tosdcity indtwing 
9ati8» Wading ^agment thereof, cttmpriising administerffig to said tnaramal amonoeltwal 
ajitawdy or <^nttlar cytotoxic^flHi!^^ inaceordance with aoy oueef claim 1 oc2 or 3 
m m amount efiectiv© to induce oellitlar cyto^oxfci^ and thereby w^nce said imunms^s tun^ 
burden (Clana €)i the method of claim 6 v/tmtan said moooctonal antibo<^ ig conjusated to a 
cyu^ojcic moieiy (Clahn 7), die m^hodof ftiaim 7 wfaerm said cytotoxic moie^ is aiadioaettve 
iwfqpe (Ctaka the njicM of eiaiih ivhetm said' monocioaal anKhody acAvatea 
oompfcment (Claim 9), fte method of claim 6 whereia said monoclonal antibw^ mediates 
antibody dejjend«it eelMar eytotoxicity (Claim 10). 

Given diat the cfaims are a^speicie; of the ins^aWJy claimed imention^ they make obvious 
die instantly claimed im^enfion. 

This is a provisiopal ob«ousness-lype dooMe petentingiejection because the conflicting 
claims hove not in S^t been patented- 
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20, Claim 1 is provisiotmlly r^e^rted os ifie ground of noij^atutoiy dimbusness-Q^ doable 
panting as being unpatentable over aaim 56 jaiid QMm 57 ^copeiwfing ^^jplicatlpn 
11/367,798. 

All|i0(ugH the (BOnfUctiog daitnsaie not !dwitical» thejr ai* n&t patentably distinct frran 
each pdia- bejcaase they relate to same InvcptiVte eoncqit. The instant clajjrijs are gsmeicii; to 
flie daims of tiiecop«?ading sf^li&ation and would have been olwrious in view of the copending, 

The iftstanfly claim^, methwd is gssttttiis to the metiiod of Applicatipn 1 W367,79§ 
wbidi is diawn: to ^ pooQess ftr treatihg a. human c^oecerous tusmat '«4ikh expt^es hntnste CD63 
Mtigen comprising: sdrainiBteiingto anindSvidiml suffiaing irom said human cancer, atleastone 
mpooclonail antibody or Hgand tj^t r^cpgnijiSK the same qpitope or epitopes as those recognized 
&r the isolated mpooefeniai stntibody^ pioiketid 1^ a t^briaoma $elected ftm, the grmti 
conwsting of bybridoma eell line tt46&-22-l having ATCC Ac<as8i6n No. PTA-4622, 
hybridoma pell liwe 1 A245,6 faa;ving ATCC Acoessioa Na PTA-4889v JijlHtaoraa line 7BD- 
33«i U having ATCC Appession lifo* PTA* 4ja<K>, hyfaridama cell line 7BDIr60 haying ATCC 
Accession No. PTA-4623, hybriifoiBa cell line TBD1.-58 having IDAC Accession No. 141205^1 
wd hybridomas cell line AR^lAW.l having IDAC AccessionNa 141205-06; xvherran binding 
of said epitope pr ^itqjesi is ^eeOve. in redudtiig; tjnnot buiden (Claim 56), 

The instantly claimed method kgenerip to *p method of AppIicatioiiNa 11/367,798 
wMdi is additionally itasfm to a ^cess for treating a h^mian canpetpus tianojr which exjxesses 
human CI>S3:.an|igen poxoptismg; adk»inl3tering to an indiyfxiua] sui&nng tern, said human 
cancer, at least, oiie monoclonal antibpdy pr jigand flwt lecogtaaies tiM same epitope or epitopes 
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as those iMognfeed by tbe isolated inoiiotlQeal antibody produced Ijy a hybridoma elected iiom 
this^grot^ consisting of hybridoma cell fine H46P-22-I faaviog ATCC AocessionNo. PTA-4622, 
liybridoimc«4nix»lA245.6haiSilg:ATCCAccesslanNaPTA-4^^^ fiofi 7BD- 

n-llKlmmg AXCC Accessiou No. PTA- 4890^ bybridotm cell line mDI-60 having ATCC 
AcccSJWwNo. PTA-4«%hybiidQffliaceEiine:^BDI.-58 having IDAC>^^ 141205-01 
and hybridonias cett Ime AR5! Am I having IDAC Aia*s6ron No. 141205-06; ia conjimcflon 
\Mith at 1^ onec^Mimotiicnfioitic agesi; wheiein s^d aditiitiistrataon is effective inmlucing 
tumof buideii (Claim 57). 

Oivert fliat tbe cJainis are a sfpedes of Ifee inmsOy. «3dm$ inveatioh, ftey mi4» obvfous 
the instantly ekdnied Invention. 

Tb^ is a nrpxg^ipnql obviousoiess^type dotAilepstentit^ icjection becanse tbe cotiflidting 
claims have i)ot fai fact been patented. 

21, Claim 1 is provisionally rejected en the ^tound of nonstafutQry obviousness-type double 
patenyng as being mqjWeWiabfe over Claim 56 wirtCWm.^? ofcopemyng Application No. 
ll/362»452. 

Although the conHicting claims are not identical^ they are not pateni^y di^inct fix^m 
ea^ otb^ faecaose they rdate to libe same invaative concept The in^ixa claims are genraie to 
tbe c&ims of fl» copending appUcaticoi^ would have liem obyioos iij view of the copending 
daims. 

The ifijMy daimedinediod j5 graierio to the methctd of Application Ho. i 1/362,452 
yM<k is dtawEL to a propels for tcealiQg a, human eanceroos twnoj- whicli exjsress.es bqman CD63 
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atitigen c^ot^xig: adtikini^ng to an ^dividual sai&dng fi^om said human cancer, at least one 
monoplonsl aitibady or ligand Aat recognizes the same epitope m j^topM as Hntm fScogtasafed 
by *© isolated numoelomd antibody produced hy a hj^ridbma selected iiom the group 
consisting ofhyfcidpmaeeU l«ieH460-22.1 having ATCC Accession No. PTA-4622, 
hybMdoma twil line 1 A245.6 havii^ ATCC Accessiott No. PTA-4g hytmdoma cBfl lifte 7B0- 
33-1 lA haying ATCC AcccswonNo. PTA' 4890, hyteidoma ct^l line 7BI»*6Q having ATCC 
Accession No. FrA-4«2^, hyliaidiMna«eM line TBDl-JiS having 1I>AC AccessiQoNo. l4l20S4il 
sod hybridoma^csH line AR5 IA994.1 having IPAC Aecession No, 141205-06; wherwa binding 
of said epitope or epitopes is effeetiye in redudi« tnmnr burdeft (Claim S6)* 

Il>ein«(8ntlyiptaimednietbod is generic to them 
Mifuch i$ additiojsdly drawn to a process &r treaitmg « hjnnan catiecjois tumor which expresses 
boman CD63 antigen coi^sU^gi adtiHmsterii^ to an hidi^dual laitferiog from said braman 
cancer, at least one monodeoal antibody or ligand «hat le^cognbes the same epitope or epitopes 
as tl»s8 recogni2ed by the isolated moi^oclpnal antibody produced by a hybridoma sel«:led fiwa 
the gWHP feiansisttng of hybridonjn oeU lute H46fr-2a.l havmg ATCC Acc^lon No. PTA-4622, 
hybridoma cell Hne 1 A245.6 having ATCC Accession No. FrA^889, hybridoma «U line TBD- 
33-11 A having ATCC Aeoession No. PTA- 485>0, hybridoma cdl line 7BDI-60 having ATCC 
Acceiswon No, PTA-4623, hytfridoma cell line 7BD1-5X havingXDAC Accession No, 141205-01 
and hybridoraasceH line ARS1A994J having FDAC Accession No. 141205^ in coiguhction 
Avilh at least one cfaemodierapeutic agent; -wherein said adminiaration is effective in:reducing 
tuttior burden (Claim 57). 
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Ttii$ is « pffivi^onal obn^Qiisness-type dinubte patenting lejectien Ixcause the <;oofliciin& 
diums have itot in fact been poteoted. 

Given tliar the Qlflims are a spedes of th? instaatly claimed iftveatiot), they make obvious 
the iostandjr cl^iii^d inmifionL 

22, Claim 1 is provfaooaUyn^ected oa the ^uod of Bonstatotwy obviotiSatteas-txpe double 
P^Ktttne as b^ utfp$^taibl« tms; Ciqim 5 md Claim ^ of CjOp^tfing ApfhcaHaa l^o. 

Although sthe contBctingclainM ate iwt itfenti^^ distind fioin 

each beeauseihcy «aate to fl» same xiwentive concept. The imm damns are ^eric to 
iiw dwms of the copending appliteaiioa flttdiw^suld h^ve be«?n phykm U view of the cqpen<fing 
elaimsi. 

The insbmtly eUtoed me^od is geaalp to i3be method of AppKcalion No. 1 1/321,624 
whKsh is diawn to a process for trcattpg « buaian canceEou* tumor which eatpfegsM human CD63 
antiiBen comprising: admimsteting to an individaai ssufferiiag frm said hum^ im(xt, at least one 
moneoloHal anfiboiiy or iigtaid tfiat recogpi^s the swae epitcype w epitopes as those recogniased 
>y the isolated monoclonal anjiilwdy produced by a hybridoma selectwl ftom the group 
consistingof hybridomacea liijeH4<0^^1 having ATCC Ac«»83fon No.PTA-4622, 
hybridoma cett fine 1A245.6 having ATCC Acasesaoo No. PTA-488S. hybridoma-oeil Ike 7B1> 
35-1 1 A having ATCC Accession No. PTA- 4890, whesrein Wcndmg of said ^Ito^ or epitopes i» 
e£fe<rtiwkiiedBcii^twnoTbu^ S% 
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Hbs instantly ciwmed mBthod ia generic to flie methed ttf ApplfcaOon No. 1 1/^1.624 
which isaddMonaltydtamtoJLproc^ for twatiog a human canceroas tumor w*iQh«j{^^ 
bamm CD63 aotigiea cQmprtsiitg; admb^ring to an iad!vi(&al syfferfng ftom said human 
eao&er^ at. fwi^ QnetnoocKilanal astibody or Ugaod tJiat lecogrtfzttt the same epitope ^itopes 
as those reoorgniaed bytte isdlated monpclonal an,tiMy t»tOduced by a hybridoma selected ftom 
the group eonsisttng of hybridema cc0 lim having ATtC Aceessioii N<fc :PTA-4622, 

tybodoma eell mm I A245.6 haying ATC?C Accession No. PTA-4889, hybridoma tell line TBD- 
33-1 1 A having ATCC Accession No. PTA- 4690; ia conittaetion with^at least one 
diatBotlKasapeufic Afeat; =w4i6i^ti said ^teiinistratioii i& efiedive in reducing tumor biudi^Q. 
(Claim 6}. 

Given ihat Qus claiins m » spedes ©f'the instantly clmi&ed bventiot^ Aqf make obvioys 
Has instantly c^axmed iiiv^atbn. 

Tios is k parnmui obvS<wsness..^ douUe patenting: wjection because the conflicting 
daims have not m. f^ct bjcen patented. 

23. If ai^icaat disagtees ^with any tqeetion set iiMth in this office^ actioa baaed on 
exaffliner'sestaWislment of apriority date June23j 2W0 for the Insiantty claimed ^^jlicatiM 
serial immbeis applicant is iwM to suteorit estiaencepciBiingto the serial number, 

]^ and line where supwit can be fewnd eslatffis^f^ an easihrpnoicHy dafe, 

H No> clams are aUowed, 
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25. Any toquiiy codcMig tfus (»n«iiuiQcaiiflii or earltet- <«iiiittonications ftomihe 
examiD^sihould be directed tQFeter J. Reddig^osetdeirfMncnuwb^is (571) 272-S«)31. The 
exammer can nonnaUy be reached on M-F tf30 a.i».-5:O0 pjn.. 

If aH«npte (?> ije^cb tte cxammw <)y Jdlqjbwne «« unsuBcesslM, tfie examiner's 
si^jsor. Jefftey Siew can be reached on (571) m-07%7. Tim fax phone mmbet for <he 
ot^niz8*ionv*ete tMs ^licafionor proceeding is as^red is 571-273'8500. 

Iitformatjcmr v^gaiidtag the status of ^ at^Jjcalion Jonay 1]e obtained fbmth© Patent 
Applicatioa iafen^iatton Retrieval (PAIR) systeui. Status infonnation for publisM applications 
vonist be fAfteoBeA fiom dihcr Private PAIR or PubUc PAm. Statgs infemwfion for unpubUisfaed 
^^jBcattons isavaaaWe itoouj^ Pnvate PAIR only. For mw© infoimation about the PjWR 
syssm* se& IitQ>%atr-dii!ecLusplo4ov, SlouW you bave qu^ttons. o^ access: to ffw? Private PAIR 
system. «)ntaet file Electronic mmtm Center (EBC) ajt 86^217-^197 (toU-free). If you w>lild 
fifee assistance tcom a USPTO^CcuMomer Starvice ReptesentativB or access to the automated 
infoitnation system, ea« 800-78^-9199 (JN USA OR CANADA) or 571 -272-lOQO. 

PeterJ.Reddlg,PhJ>. 

Art Unit 1642 / / 
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